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This invention concerns a dihydrotestosterone-based medication for the treatment of deficits in 

testicular androgenic secretions. 

This medication is characterized in the fact that the dihydrotestosterone is presented in the form of 

a gel applied by percutaneous absorption. 

Although the use of natural androgens is the ideal way to correct permanent or temporary deficits 
in testicular androgenic secretions, it has been limited by the practical difficulties in adniinistering these 
hormones. 

The rapid and intense hepato-digestive degrading of these hormones after oral administration and 
the search, which is probably illusory in humans, for dissociation between their potency and anabolic 
activity, momentarily encouraged the use of synthetic androgens. But the hepato-toxicity of these 
molecules and their inability to reproduce harmoniously the diversity of testosterone's effects quickly 
reduced their therapeutic interest. 

Natural androgens can be administered sub-lingually, rectally and intra-muscularly, but the 
pharmaceutical-kinetic features of the plasma hormonal diffusion that they achieve require repeated doses 
during a 24-hour period that are incompatible with extended treatments. The use of esters of testosterone 
increases the duration of the plasma diffusion, but it does not prevent, in the interval between doses or 
injections, the succession of hyper or hypoandrogenous phases that patients find very difficult and 
biologically undesirable. 

In contrast to other methods of administration, percutaneous absorption avoids the double pitfall of hepato- 
toxicity (no variations in blood levels of bilirubin, alcaline phosphatases, hepatic transaminases, 
triglycerides and cholesterol) and of supra-physiologic fluctuations in the plasma rates of the androgen 
administered. 

According to the invention, dihydrotestosterone (DHT) is applied percutaneously in the form of a 
gel that contains dihydrotestosterone concentrated at 2.5% and dissolved in a water/alcohol solvent. 

Several arguments militate in favor of the choice of dihydrotestosterone (DHT) as the active 
principle of a percutaneous androgenotherapy: 
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Over all the androgeno-dependent tissues, where specific androgenic receptors have been shown, DHT 
has proven to be as active as testosterone, even more so, whether it represents the active form of 
testosterone at their level (prostate, seminal vesicles, skin) or not. This is the case for the skeletal 
muscle and the myocardium, which are directly and primarily influenced by testosterone in a 
physiological situation, but at the level of which, in an equal concentration, DHT is the most powerful 
androgen. 

DHT is not convertible in vivo into testosterone. Determining its plasma concentration after 
percutaneous administration thus directly measures the portion of the exogen hormonal contribution in 
the composition of the plasma androgenic pool obtained under treatment. 
DHT cannot be aromatized into estradiol and, therefore, administration does not result in an 
undesirable elevation in estradiolemia. 

DHT inhibits the secretions from the pituitary gonadotropins, but in a differentiated manner. Within 
the limits of the physiological rates of the plasma androgenicity, it does not modify the secretions of 
FSH and, therefore, does not exercise any inhibiting action over spermatogenesis and testicular 
tropicity. 

Finally, certain forms of masculine hypogonadism are secondary to an elective deficit in 
dihydrotestosterone; this is one of the first hormonal characteristics of masculine aging. 
Thus, percutaneous administration at effective rates of dihydrotestosterone eliminates the principal 
obstacles which have, until now, limited the use of natural androgens. 

The medication according to the invention is indicated as substitution hormone therapy for general and 
local, permanent and transient androgenic deficits. The clinical and metabolic effects of permanent 
inhibition of the testicular androgenic secretions, both primary or secondary, are perfectly corrected by the 
administration of this medication. 

In addition to the clinical effects on the tissues where the activity of dihydrotestosterone is already 
known (genitals, skin, muscles), these studies show a direct action of the DHT at the level of the central 
nervous system: like testosterone, it exerts an anti-depressive action and stimulates psycho-sexual activity. 



3 



2519252 



It causes an isolated increase in plasma rates of the DHT. Relatively constant androgenic blood 
concentrations are obtained during a 24-hour period before the end of the first week of treatment and the 
diffusion of the steroid continues 2 to 3 days after the last administration. The treatment normalizes the 
urinary elirnination rate of androstanediol, a very specific metabolite from the peripheral use of the 
androgens. 

The DHT gel, because of the ease of aclministration, its excellent hepatic tolerance, and the 
composition of the plasma androgenic pool that it induces, represents a method of androgenotherapy that is 
perfectly adapted to the treatment of functional hypogonadism. 

By far the most frequent form of hypogonadism, this transitory inhibition of testicular hormonal 
secretions is observed in the normal adult man in reaction to intense and/or prolonged stress (surgery, 
multiple trauma, bums, myocardial infarctus, psychological tension, etc.). 

Functional hypogonadism undeniably represents a state of lower psychic and organic resistance, 
which aggravates the toxic effects of stress and increases the pathological risks. It must surely be corrected 
by a substitute androgenotherapy. A preventive treatment is justified when the aggression is predictable 
(surgery), and can be considered for subjects whose basal testicular activity is decreased over a long period 
( chronic serious infections, male aging). 

The interest of androgenotherapy with DHT gel in the post-operative patient was verified through 
a hormonal test and a double-blind clinical study. This treatment effectively prevents the installation of an 
intense and lasting post-operative androgenic deficit. It changes the composition of the circulating 
androgenic pool, to the benefit of DHT, the plasma concentrations of which escape the inhibiting effects of 
stress. During recovery, the elevation in the plasma rates of DHT reduces the pituitary secretion of LH and 
thus prevents the occurrence of a hyperandrogeny, despite continuation of the treatment. 
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On the clinical level, a clear improvement and an acceleration in tissue repair, psychic and 
functional recovery was observed. Hospitalization time for patients treated with the DHT gel was reduced 
by one-fifth in comparison with the group treated with a placebo gel. 

Likewise, with old patients and alcoholics, who were hospitalized because of clear physiological 
deterioration, the administration of the DHT gel was accompanied by an improvement in general condition 
and weight, and in physical and mental performance. This improvement was even better when the initial 
plasma androgenicity was altered. The androgenic pool that was modified in composition remained 
quantitatively stable throughout treatment, and no hyperandrogeny was measured on any blood sample. 

In addition, percutaneous administration allows androgenic contributions that are predominantly 
local This feature allows the use of DHT gel in the treatment of localized tissue deficits in receptivity to 
testosterone. 

Thus, the functional and lesion signs of balano-preputial lichen sclerosis et atrophicus are clearly 
improved by local administration of the DHT gel. In the male, the risks of a general diffusion of the DHT 
are, in practice, cancelled since the pituitary sensitivity to the elevation of DHT in the blood inhibits the 
testicular secretion of testosterone and prevents hyperandrogeny. 

In the female, the activity of DHT on the functional and lesion signs of vulvar lichen sclerosis et 
atrophicus is clear. But in this case, the powerful androgenic activity of the DHT, notably at the level of the 
skin, reduces the risks of general diffusion of the hormone to a maximum. This dosage equilibrium is 
achieved by the daily local application of one gram of DHT gel. 

Finally, the anti-estrogen properties of DHT, which is also not convertible at the tissue level into 
estradiol, suggested the use of the DHT gel in the treatment of idiopathic and estrogen-type gynecomastias. 
Daily applications of the DHT gel directly on the breasts obtained complete disappearance or a clear 
improvement in the gynecomastia in a large number of cases. 
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For all patients treated during these various studies, tolerance to percutaneous administration of 
dihydrotestosterone was excellent: 

the application method appeared to be simple, most often allowing the administration of the gel by the 
patients themselves; 

Skin tolerance was excellent: only one benign skin reaction was observed, and disappeared after the 
treatment was interrupted. During local treatments (lichen sclerosis-atrophicus), the application of the 
DHT gel on the mucous membranes may have been responsible for irritation because of the alcohol 
component in the gel. This disadvantage was easily avoided by application on the neighboring skin 
areas, without loss of effectiveness. 
On the general level: 

No sign of hepatic toxicity was noted, even in alcoholic patients; 

No urinary or prostate anomaly was observed, even in old patients, even in the post-operative period 

when these complications are frequent; 
The good prostate tolerance observed corresponds to the absence of general hyperandrogeny induced by the 
administration of the DHT gel in useable dosages. 

We studied the effects of the application of the dihydrotestosterone gel concentrated at 2.5% and 
dissolved in an alcohol/water solvent on voluntary subjects chosen from among normal adult men and 
hypogonadic patients who were not receiving any other hormonal therapy or therapy that would not modify 
their androgenic secretions. 

The gel in accordance with the invention was applied on large skin areas, either the thorax or the abdomen, 
avoiding any washing of these areas during the six hours following administration. The DHT gel was 
applied at a daily dose of 120 ml of DHT, on normal men and hypogonadic men. We noted continuous and 
regular diffusion of the dihydrotestosterone in the vascular compartment for ten hours following each 
administration, the persistence of a significant elevation in the rates of this hormone before the following 
application 24 hours later. 
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By combining the results of the different partial studies, it is possible to analyze the respective 
change in the plasma rates of the DHT and testosterone (T) during prolonged treatments up to thirty days 
with 125 mg of DHT applied daily on the skin. The clear increase in the plasma rates of DHT obtained as 
of the eighth day of treatment, more constant until the thirtieth day, is accompanied by a gradual decrease 
in testosteronemia, very significant after thirty days of treatment. The size of the variations in opposite 
directions of the blood concentrations of these two androgens is such that the androgenic pool (T + DHT in 
ng/ml) remains quantitatively constant throughout treatment (from 6.10 + 2.32 ng/ml to 5.95 + 2.48 ng/ml). 
Only the quality of the androgenic pool changes: the respective proportions of T and DHT go from (T: 90% 
- DHT: 10%) to (TL 55% - DHT: 45%). In addition, in seven adult males, we measured the rate of 
production of testosterone before and after fifteen days of daily percutaneous administration of 250 mg of 
DHT. 

We observed significant variations ( p < 0.01) in opposite directions in the plasma rates of the 
dihydrotestosterone (from 0.89 + 0.22 ng/ml to 4.32 + 2.21 ng/ml) and the testosterone (from 6.2 + 2.4 
ng/ml to 3.9 + 2.32 ng/ml), with the androgenic pool remaining constant (from 7.95 + 1.28 ng/ml to 9.02 + 
1.98n/gml). 

The production rate of testosterone drops significantly (from 4.5 + 1.89 mg/24 hr to 3.0 + 1.89 
mg/hr hr p < 0.001) in the same proportion as the plasma rate of testosterone (respectively: -33% and 
-37%). 



7 



2519252 



CLAIMS 

..) 

1 Dihydrotestosterone-based medication for the treatment of deficits in testicular androgenic secretions, 
characterized by the fact that it is in the form of a gel applied percutaneously. 

2. Medication according to claim 1, characterized by the fact that it is constituted by a water/alcohol 
solvent. 

3. Medication according to claim 2, characterized by the fact that it contains 2.5% dihydrotestosterone. 
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La prdsente invention est relative a un medicament a bas 
de dihydrotestosterone pour le traiteraent des deficits des secretions 
androgdniques testiculaires. 

Ce medicament est caracterise en ce que la dihydrotes- 
5 tosterone se presente sous la forme d'un gel applique par voie per- 
cutanee. 

Bien que I'usage des androgynes naturels soit le moyen 
ideal de corriger des deficits permanents ou transitoires des secre- 
tions androgeniques testiculaires, il estreste liraite par les diffi- 

10 cultes pratiques d'administration de ces hormones. 

Leur rapide et intense degradation .hepato-digestive 
apr&s administration orale et la recherche, probablement illusoire 
chez I'homme, d'une dissociation de leur activite virilisante et 
anabolisante, a favorise raomentanement 1 'utilisation d'androgenes de 

15 synthase. Mais 1 'hepato-toxicite de ces molecules et leur incapacity 
a reproduire harraonieusement la diversity des effets de la testoste- 
rone a vite reduit leur interSt thdrapeutique. 

Les voies sublinguale, rectale et intra-rausculaire per- 
mettent 1' administration d'androg&nes naturels, raais les caracteris- 

20 tiques pharmaco-cinetiques de la diffusion horraonale plasraatique 

qu'elles realisent, iraposent des prises repetees au cours du nycth£- 
m&re incompatibles avec des traitements prolonges. L'utilisation 
d 'esters de la testosterone augraente la duree de la diffusion plas- 
idatique. Mais elle n'evite pas, dans l'intervalle des prises ou des 

25 injections, la succession de phases d'hyper ou d 'hypoandrogenie , 

ressentie preniblement par les patients et ind£sirable biologiqueraenL. 

A la difference des autres modes d 1 administration , la 
voie percutanee evite le double ecueil d'une hepato- toxicity (pas de 
variations des taux sanguins de la bilirubine, des phosphatases alca- 

30 lines, des transaminases hepatiques, des triglycerides, et du choles- 
terol) et de fluctuations supra-physiologiques des taux plasmatiques 
de l' an drogfcne adrainistre. 

Suivant l'invenrion, la dihydrotestos terone (DHT) est 
appliqude par voie percutanee sous la forme d'un gel contenant de la 

35 dihydrotestosterone concentree a 2,5 % et dissoute dans un solvant 

hydroalcoolique. 

Plusieurs arguments railitent en faveur du choix de la 
dihydr testosterone (DHT) comme principe actif d'une androgenothera- 
pie percutanee : 
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- Sur l'ensembie des tissus androgenodependants , ou des rficepteurs 
androgeniques specif iques one ete mis en Evidence, la DHT s'est re- 
v£iee aussi active que la testosterone, voir plus, qu'elle repre- 
sente la forme active de la testosterone a leur niveau (prostate, 

5 v^sicules s£roinales, peau) ou non. C'est le cas du muscle squeletti- 
que et du royocarde, qui sont directement et principaleraent influen- 
ces par la testosterone en situation physiologique, raais au niveau 
desquels, a concentration egale, la DHT est I'androgene naturel le 
plus puissant. 

10 - La DHT n 'est pas convertible in vivo en testosterone. La deter- 
mination de sa concentration plasraatique aprfcs administration per- 
cutanee raesure done directement la part de l'apport hormonal exog&ne 
dans la composition du pool androgenique plasraatique obtenu sous 
traiteraent . 

15 - La DHT n'est pas aroraatisable en estradiol et son administration 
n'entratne done pas d' elevation indesirable de 1 ! estradioieraie. 

- La DHT inhibe les secretions des gonadotrophines hypophysaires , 
mais de fagon dif ferenciee. Tans les limites des taux physiologiques 
de 1 'androgenicite piasmatique, elle ne modifie pas les secretions 

20 de FSH et n'exerce, par consequent, aucune action inhibitrice sur la 
sperraatogenfcse et la trophicir.e testiculaire. 

- Enfin certaines formes d 'hypogonadisme masculin sont secondaires h 
un deficit eiectif en dihydrotestosterone : c'est une des premieres 
caracteristiques hormonales du vieillissement masculin. 

25 Ainsi, 1 1 administration a des taux efficaces de la dihy- 

drotestosterone par voie percutanee perraet de supprimer les princi- 
paux obstacles qui ont liraite jusqu'a present 1 'utilisa wion des 
androgynes naturels. 

Le medicament suivant 1' invention est indique corame 

30 hormonotherapie substitutive des deficits androgeniques generaux et 
locaux, perraanents et transitoires. Les effets cliniques et metabo- 
liques d'une inhibition perraanente des secretions androgeniques tes- 
ticulaires, primaire ou secondaire, sont parfaiteraent corriges par 
1 1 administration de ce medicament. 

35 En plus des effets cliniques sur les tissus ou I'activite de la 

dihydrotestosterone est deja connue (appareil genital, peau, mus- 
cles), ces etudes deraontrent une action directe de la DHT au niveau 
du systerae nerveux central : corame la testosterone, elle exerce une 
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action anti-depressive et stlraule L'activitd psycho-sexuelle. 

Bile entra£ne une augmentation isoiee des taux plasma* 
tiques de la DHT. Des concentrations sanguines androg6niques rela- 
tivement constantes au cours du nyct£ro&re sont obtenues avant la 
fin de la premiere semaine du traitement et la diffusion du st£roXde 
persists 2 \ 3 jours apres la dernifere administration. Le traitement 
normalise le taux d 1 Elimination urlnaire de 1 "androstanediol, meta- 
bolite trfes specif ique de 1 "utilisation peripherique des androgfenes. 

Le gel de DHT par sa facility d' administration, son 
excellente tolerance h^patique et la composition du pool androge- 
nique plasmatique qu'il induit, repr^sente un mode d'androg€noth6- 
rapie parfaitement adapts au traitement des hypogonadismes fonction- 
nels. 

De loin la forme la plus fr£quente de 1 'hypogonadisme, 
cette inhibition transitoires des secretions hormonales testiculai- 
res est observfie chez 1'homme adulte normal en reaction a. des stress 
in tenses et/ou prolonggs (agression chirurgicale, polytraumatisme, 
brQlure, infarctus du rayocarde, tension psychologique. . . ). 
L' hypogonadisme fonctionnel reprEsente indiscutablement un etat de 
moindre resistance psychique et organique qui aggrave les effets 
nocifs du stress et augmente les risques pathologiques. II doit sG- 
rement Stre corrige par une androg€nothdrapie substitutive. Un trai- 
tement prdventif est justifie quand I'agression est pr^visible 
(chirurgie) et peut fitre envisage che2 des sujets dont l'activite 
testiculaire basale est durablement dirainu£e (affection chronique 
grave, vieillisseraent masculin) . 

L'inter&t d'une androgenotherapie par le gel de DHT 
chez l'op6r£, a ete v£ri£i£ par une exploration horraonale et une 
etude clinique en double aveugle. Ce traitement previent efficace- 
ment 1 ' ins talla tion d'un deficit androggnique pos t-operatoire 
intense et durable. II raodifie la composition du pool androgenique 
circulant, au profit de la DHT, dont les concentrations plasmatiques 
dchappent aux effets inhibiteurs du stress. Au cours de la recupe- 
ration, 1' 61£vation des taux plasmatiques de la DHT dirainue la se- 
cretion hypophysaire de LH et evite ainsi 1 1 ins tallation d'une 
hyperandrogenie, raaigre la poursuite du traitement. 
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Sur le plan clinique, une nette amelioration et accele- 



ration de la reparation tissulaire, de la recuperation psychique et 
fonc tionnelle a ete observee. La duree d'h spitalisati n des pa- 
tients traites par le gel de DHT a ete reduite d'un cinquieme, com- 

5 parativement au groupe traite par un gel placebo. 

De mgrae ches des patients ages et chez des ethyliques, 
hospitalises pour une nette deterioration physiologique, l 1 adminis- 
tration du gel de DHT s'est accompagnee d'une amelioration de 
I'etat general et du poids, des performances physiques et intellec- 

10 tuelles. Cette amelioration s'est reveiee d'autant plus nette que 
l'androgenicite plasmatique initiale etait alteree, Le pool andro- 
genique modifie dans sa composition, est reste quantitativement 
stable tout au long du traitement, et aucune hyperandrogenie n'a 
ete mesuree sur un quelconque pre lavement sanguin. 

15 Par ailleurs, la voie percutanee permet de realiser des 

apports androgeniques a predominance loco-regionale. Cette particu- 
larite autorise 1 'utilisation du gel de DHT dans le traitement des 
deficits tissulaires localises de la receptivite a la testosterone. 

Ainsi les signes fonctionnels et lesionnels du lichen 

20 sciedDatrophique balano-preputial sont francheraent ameiiores par 
1' administration loco-regionale du gel de DHT. Chez l'homme, les 
risques d'une diffusion g£n£rale de la DHT sont, en pratique, annu- 
ies puisque la sensibilite hypophysaire a l'eievation de la DHT 
dans le sang, inhibe la secretion testiculaire de testosterone et 

25 empSche ainsi 1 1 installation d'une hyperandrogenie. 

Chez la ferame, l'activite de la DHT, sur les signes fonctionnels et 
lesionnels du lichen sciero-atrofthique vulvaire, est manifeste. 
Mais dans ce cas, la puissante* activite androgenique de la DHT, no- 
tamment au niveau de la peau, implique de reduire au maximum les 

30 risques d'une diffusion generale de l'horraonei Cet equilibre posolo- 
gique est realise par 1 1 application loco-regionale quotidienne d'un 
gramme de gel de DHT. 

Enfin, les proprietes anti-estrogenes de la DHT, de 
plus non convertible au niveau tirsulaire en estradiol, a suggere 

35 l'utilisation du gel de DHT dans le traitement des gynecoraasties 
idiopathiques et de type es trogenique. Des applications du gel de 
EHT quotidiflries et directement sur les seins, ont permis d'obtenir une 
disparition complete ou une franche amelioration de la gynecoraastie 
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dans un grand n ombre de cas. 

P ur l'ensetoble des patients traitds au cours de ces 
diverses Etudes, la tolerance a 1 'administration percutande de dihy- 
drotestostdrone a €t€ excellente : 
5 - le mode d 'application est apparu simple, permettant le plus souvent 
1* administration du gel par les patients eux-raemes. 

- La tolerance cut and e a dte* excellente : une seule reaction cutande 
bdnigne a dtd observde et a disparu apres interruption du traitement. 
Lors de traitements locaux (lichen sddro-atrophique) , l'application 

10 10 du gel de DHT sur les ouqueuses a pu Stre responsable d'une irrita- 
tion due a la composante alcoolique du gel. Cet inconvenient a dtd 
facilement dvitd par une application sur les territoires cutands 
avoisinants, sans perte d'ef f icacitd . 

- Sur< le plan gdndral : 

15 . aucun signe de toxicity hdpatique n'a dtd signald, rcgrae chez 

des patients dthyliques, 

. aucune a noma lie urinaire ou prostatique n'a dtd observde 
chez des sujets 3gds, cenie en pdriode pos t-operatoire ou ces compli- 
cations sont frdque^fre^ — ^ — 
20 La bonne toldran<^e prostatique o££ervde correspond bien a 1' absence 
d 1 hyperandrogdnie gSn di tfle ^indu i te par 1 ' administration du gel de 
DHT aux posologies utilisables . 

On a procddd a une dtude des effets de l'application du 
gel de dihydrotestostdrone concentrde a 2,5 % et dissoute dans un 
25 solvant hydroalcoolique sur des suj ets volontaires choiss parrr.i des 
^orames adultes norcaux et des patients hypogonadiques ne recevant 
par ailleurs aucune autre thdrapeutique h or morale ou non susceptible 
de modifier ieurs sdcrdtions androgdniques. 

L'application du gel suivant l'invention a dte faite sur 
30 de larges territoires cutands, indif f dreraraent le thorax ou l 1 abdomen, 
en dvitant tout lavage de ces zones pendant les six heures suivant 
1 'administration^' application du gel de DHT a dtd faite, en raison 
d'une dose quotidienne de 120 ml de DHT, sur des homines normaux et 
sur des horaraes hypogonadiques. (X; a constatd une diffusion continue 
35 et rdguliere de la dihydrotestostdrone dans le compartiment vascu- 
laire pendant les dix heures qui suivent chaque administration, la 
persistence d'une dldvation significative des taux de cette hormone 
avant l'application suivante, 24 heures plus tard. 
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En regroupant les r£sultats des differences etudes 
partielles, il est possible d'anaiyser l*ev lution respective des 
taux plasraatiques de la DHT et de la testosterone (T) au cours de 
traiteraents prolonges, jusqu'a trente jours par 125 rag de DHT 
appliques quotidienneraent sur la peau. L 1 augmentation tranche des 
taux plasraatiques de la DHT obtenue dks le huitiferae jour du traite- 
raent, plus constante jusqu'au trentifcrae jour, s'accorapagne d'une 
diminution progressive de la testostdron£raie, trfcs significative 
aprfes trente jours de traitenent. L 1 amplitude des variations en sens 
opposes des concentrations sanguines de ces deux androgyne est telle 
que le pool androgenique (T -f- DHT en ng/ml) reste quant itativenient 
constant tout au long du traitement. (de 6,10 - 2,32 ng/ml h 5,95 
- 2,48 ng/ral). Seule change la quality du pool androg^nique : les 
proportions respectives de T et DHT passent de (T : 90 % - DHT: 10 %) 
k (T : 55 °U - DHT: 45 %). Par ailleurs, on a raesurS, chez sept hom- 
ines adultes, le taux de production de la testosterone avant et apres 
quinze jours d'une administration percutan£e quotidienne de 250 mg 
de DHT. 

On a observe des variations significatives (p ^,0,01) 
et de sens opposes des taux plasmatiques de la dihydrotestos throne 
(de 0,89 - 0,22 ng/ml \ 4,32 - 2,12 ng/ml) et de la testosterone 
(de 6,2 - 2,4 ng/ral ^ 3,9 - 2,32 ng/ral), le pool androgenique res- 
tant quantitativeraent constaat (de 7,95 - 1,28 ng/ral k 9,02 - 1,98 
ng/ral) . 

Le taux de production de la cestos terone dirainue signif icativeraent 
(de 4,5 * 1,89 rcg/24 h k 3,0 * 1,89 rag/24 h p ^0,001) dans la 
ra$rae proportion que le taux plasmatique de la testosterone (raspec- 
tiveraent : - 33 7« et - 37 7.). 

t 
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REVINDICATIONS 



Medicament & base de dihydrotestost£rone pour lc traiteraent des 
deficits des s6cr£tions androgSniques testiculaires , caract£ris£ 
en qu'il se pr€sente sous la forme de gel appliqug par v ie per- 
cutange. 

Medicament sutvant la revendication 1, caract£ris£ en ce qu'il 
est constitu£ parun solvant hydroalcoolique. 
Medicament suivant la revendication 2, caract€ris£ en ce qu'il 
comprend 2,5 7. de dihydrotestosterone. - " 



